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(54) DIPEPTIDE COMPOUND 

(5 7) Abstract: 

PURPOSE: To obtain a new dipeptide compound having inhibitory 
actions on cathepsin L, useful for treating and preventing 
osteoporosis, malignant tumor hyper calcemia, bone Paget disease, 
etc., by culturing a specific bacterium belonging to the genus 
Streptomyces. 

CONSTITUTION: This dipeptide compound is shown by the formula, 
has inhibitory actions on cathepsin L and is effective for treating and 
preventing bone diseases such as osteoporosis, malignant tumor 
hyper calcemia, bone Paget disease, etc. The new dipeptide 
compound is obtained by culturing a bacterium belonging to the 
genus Streptomyces [e.g. Streptomyces sp. Q27,122 (FERM P- 
14,651) or the like] belonging to the genus Streptomyces, capable of 
producing the dipeptide of the formula in a medium, accumulating the 
dipeptide compound produced by the bacterium in the culture and 
collecting a product from the culture. 
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SIM Special Publication No. 6, 1980) KftW 
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H. »*L<tt»52 7~3 7 , C#jfiTfft)n5. *«5© 
pHKM*J5~l 0> ff*L<tt*$j6~8©«BfcWfif 

5t»ism*t^sn-5. ««»iratt«»©fi^, as* 

[0 0 3 1] *««J:Din&'r«*«9!^tt«JMI 40 
Bttr&£tt9ft®B£ft<!>ttBBJ: 0 £SfStt«5H£ 

BBrsaBjWMian*. ittttttBBB'f&tfBfl' 

»jSjat&^Bf#*>6^«ifi©aHisff5. w 
*>. B3&Bafc#T*B»ttxtfB»£©ss, a*© 

ftMfc*rr«MMMitt«>£. 2«©jRffilWlc*5ttS 
v>6n**RKJ:oT, #B, ADR. IflKSn*. Eta 
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T©#J£-C&&t£. 

[0 0 3 43 *?^>LB«SH»B* 
t hO»II:ft*t4*f^i'>L*IV»T, Methods 
in Enzymology Vol. 80 p. 540-541iB»©#j££-g|5& 
BLT. *x^-»LESffitt*S!l^Ufc. BB^MJ 
£A (3 4 OmM) .BB (6 OmM) , v*^h'J7A 
EDTA (4mM) (pH5. 5) t. t 

h!?***T^-»L C/n h-y>*tB) Sftl*. 2 
0ng/ml©»3fB*B»Ui:. ±B©8«i£ 
fc5>?*M"f h-;VS8mM©»«i^SJ:5(CllP 
A. *;w^> > /^->-L-7xx;P75x;i/ 
-L-7;^x>-4-/^;u-i7T'j;u-7-75 H 

(*7*PWB) *l/tM©BBfcfc**iKill*., 2 
Sffc£BS!t&. IffiKlOOtfl. SSiSlOOM 
»«Wft*#©^^/-A««2it lfcBfcU 3 7*C 
t?3 OflilK >*»"«-M/lfc. EJSBfc*/*nnB 
B^b'J^A (1 0 OmM) . BB*h»J*A (3 Om 
M) , &CflftK (7 OmM) Sr^CJKJSfcjtifc (pH 
4. 3) 5 0 u 1 *lPA.TK««ff±tfc«. jfifKUfc 
4 - ^ 5=-^- V'J )V- 7 - 7 5 H &$tSE.fcm<D&yt 
SSH!ligRft3 5 5 nm, SSISfi4 6 0 nm^SI^ 

J -)Vmm 2 w 1 JC^S* 2 50«1 ZHHXX^ 

^-^3>ufcfc©©m3t«*ai^u77>^ai:b 
&. 

ISgsfs (%) = [l- (R4MI-y?>jrfl) / (n> 
hn-;v«-75>^fi) ] x l o 0 
[0 0 3 53 *^Wft^«J, Xtt-€-©*ft«3^S±IB© 

fflWMMFlc J: D a*rtA»toafcO, 1 
HtCOgO. lmg~100mg. JfiKBlmg- 
1 OmgOKITl B lB*6*BC«'W«oa4*n 
«U<tt, ^A^tOSfct), 1BCP*0. 1 
mg~l OOmgOlSBT, 1 B 1 B*>6«HUC»»t# 
BP»-»an*«>, Xtt, 1B1BB^2 4BB<!>BB 

[0 0 3 63 *56WlciSiSP8:#©fc*©H^ia^!Ki 
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D-X. ttBft-fejUa-X. x>7>, ^)M=.)VMU 
'J FX ^3"5r-fK7JV5>Kv^i/^^tS^$ 

ns. mama, ®mz'&ix, iFm&tmmimn 
Axmvxh^ 

[0037] gna#©fc«)o*#a«i»tt, usiJMfc 

«F*S*i*|[JW!. MFWH. ®«3J> S/nym x>J 
iStt&*«i#J6t^fcSaJW, !R«aj©«fc5£«i»aiJ. If 

#«n«4©&»©ttiW!iLTtt, *«©*ttxi;t# 

*tt©, 883W, MH, RtfaWHSfiST*. *tt 

a-/fc *U x*y-;w>.k5& 
7JVa-;HH, #'JVA"S-h8 0 0SA«) ©&&# 

». SMtt. ¥Ufc8J. *HRJB. 5fc«fldH («*tf. 5* 

h-x) . mmmmm («*.«. 7x/i 
s©H*ifi^«3S8«gu, ffiffl*iitciia**fctt*ffi© 

[0 0 3 8] 

fflU *»Wfc^ttcns©IW*!fcJ: ©WHIRS 

n*t>©T?tt&v». 

[0 0 3 9] Gfelfiff) iW3-*lX, *rhX^ 
-9-2%, BSI^O. 5X, 3j?U^^h>0. 5 
X. mkf3)Vl/^hQ. 4%Z$tS&i& (PH7. 0) 40 
SftKU il©igifi£ 5 0 0m 1 H^7 5X3(C#1 0 
Oml-fO^aixT. 1 2 HCT2 0#M«SiU&. C 
©ttftC. 7CX7>F«fc0Q2712 2«c©Bjft£j6>$ 
ioT81l,, «#2 1 0lHUE©lg<!:5i8*£:2 8"CT 

3BWffftv»a»*tttufc. sfcK, yjta-xax. 

x*XHJ>3X, XX1}->5-h (»©*ttSD 1. 
5X, tftgiffil. 5X» >J>tt**X*U«^A0. 0 6 
X. 'J>Kx*iR*U^A0. 0 2 5%, ilftnAMH- 
(I I) A*fn«l0. 0 0 04X, 7x*/-Jl/ (M« 
fclJHh® 0. 0 1X«^tT«tt (PH 7. 0) * 50 
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2. 5 1 CJyhM fl«U r®SM5 0 0ml 
377X3l:Sl0flmlf^ffil < 12HCT2 
0£BM«L&t>©fc. »S*«£2X©S!|-&Ttt9 
U »#2 1 0ISIC©«fc5***2 8'C'e5HIWTo 

&. c<D£5\zvx®t>nrz%mm\z7 . 5 i©7-t 
i>>*iD^.T»jiu, ff&tifcm**MBu r±b> 
n*©n-^y-^"eami/fc. c©n- 

&. ^©affittH^tC, 3X«J^-*7 6C1 8 -OP 
N £ ffl V > O D S 7 7 >;/ a £ □ V h ^ 7 7 W - & f? -3 

fc. &8&ffl£3 ox**y-;>. 5 ox**/-)k 7 

0X**/-)k 1 0 OX**/-^ (&i§i*2 5 0m 
1) fc«*«flsa*fctC5. SttiitfHi7 OX**/ 
-^TStHLfc. C©«ffiB#£, **7-JHMlVvr 
LH-2 0 (7 7;PT->7ttK) (2 1. d. X9 0c 
m) K«fc9«8U V^T*? Ffc£«3T»* YM- 4 7 
6 9 0£^tTS«ttH#10 0mg£#&. JltlS^ 

*©**/-;nc**a*, »»«a«*^Dvhif9 

74- : Pe ga s 1 1 -ODS 10 i. 

d. X 2 5 0mm (t>5/aHB*a» , ttffl : UV 
2 0 5 nm. ^Idffi : 5 7%*9J—)V, WLtA : 3m 
1/min. ] tiD!KfiLfc. fiUWIDl 7-185)- 
T*- hJ-f ftw-TMa-tftttTMBttBTS C 1 1 «t 
0. YM-47 6 90 3. 2mgSefi©*tbT# 
fc. YM-4 7 6 9 0 W#}j@5S (II) S^T. 

[0 04 0] 

[ft 3] 
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[0 0 4 1] 3Hfc¥Mtt# 
i^^fi 3 6 6 

Jtft#ffflt (m/z) : FAB-MS (pos. ) 
3 8 9 (M+Na) + 
^H 1 ^ C2»Ha«N 2 0s 

WWIW^h* Um (£) ) :**8&lR(i 
n Me OH) 

iIfoVh^77^-©Rffl: Rf = 0. 52 
(->U*y;H»H (^JU^a®, Klesei gel 
60F-2 5 4) tCMU CHCl./MeOH/ 

H:0=15 : 1 0 : 2"CJlBBtfc. ) 
[0 0 4 2] 1 Y)V (CD.OD. T 

5:0. 8 5 (3H, d) , 0. 8 8 (3H, d) , 
1. 9 6 (1H, m) , 2. 7 0 (1H, d d) , 2. 
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tms pismm 



) ®ffl¥8-l 5 1 3 94 

16 

6 : 1 9. 6, 1 9. 7, 2 5. 6. 3 9. 8, 5 3. 
8. 6 0. 2, 9 8. 9, 1 2 7. 3, 1 2 9. 2, 1 
2 9. 4, 1 3 0. 5, 1 3 0. 7,1 3 9. 8, 1 7 
3. 4, 1 74. 6. 

[0 0 4 4] tffB*SIC<tO»mLfeYM-4 7 6 9 0 
©ESSttOI CitttHl. 9X10"»MT^fc. 
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